Tuberculosis is still a major cause of mortality, accounting for the deaths of three million people worldwide.' Although the prevalence of tuberculosis has declined dramatically in the last century in developed countries, there is some concern that this decline has now ceased.2 Studies investigating the spread of Mycobacterium tuberculosis have been hampered by the paucity of methods available for the discrimination of isolates. Several genetic analysis techniques have been adapted for use with M tuberculosis, including restriction fragment length polymorphism (RFLP)"4 and random amplified polymorphic DNA (RAPD).5
Typing by RFLP involves cutting purified genomic DNA at specific sites using a restriction enzyme. The DNA fragments generated can (10 mM Tris-HCl (pH 9-0), 1-5 mM MgCl2, 50 mM KCl, 0 1% (vol/vol) Triton X-1 00, 0-0 1% (wt/ vol) gelatin), 20 ,uM (each) deoxynucleoside triphosphate (Pharmacia), and 0 4 ,uM primer. The entire 12,l of the GeneReleaser product was used for PCR. The reaction mixtures were overlaid with two drops of paraffin oil and then incubated for three minutes at 94°C. Forty five cycles of PCR were performed using a thermal cycler (Omnigene; Hybaid) consisting of a denaturing step for 20 seconds at 94°C, an annealing step for one minute at 36°C, and an extension step for one minute at 72°C. After the final cycle there was a step of seven minutes at 72°C. RAPD analysis was performed for each isolate using three different primers: IS986-FP (ACGCTCAACGCCAGAGACCA), IS986-RP (GATGAACCACCTGACATGAC) and INS-2 (GCGTAGGCGTCGGTGACAAA). Each analysis was run in triplicate to aid interpretation of the resulting RAPD patterns. After electrophoresis in a 2% agarose gel the PCR products were visualised by ethidium bromide staining. Gels were photographed and band patterns compared visually.5
On completion of RAPD typing, codes were broken and the results were compared with those obtained by RFLP analysis.
Results
The 3 1M tuberculosis cultures were separated into nine groups by RFLP; the correspondence between these groups and epidemiological data has been discussed previously. 
Discussion
It is notable that most of the discrepancies between the two methods occurred with isolates which had only one copy of IS6110 (RFLP groups 5 and 6); with these exceptions the two methods correlated well. The limitation of RFLP in typing strains harbouring low copy numbers of IS6110, particularly single copy strains, has been well documented.8 19 
